a.) Amendment to the Claims : 

1 . (Currently Amended) An Hsp90 family protein inhibitor 
comprising, as an active ingredient, a benzene derivative represented by general formula 
(I): 




{wherein 

n represents an integer of 0 to 10; 

represents a hydrogen atom, a hydroxy, a cyano, a carboxy, a nitro, a 
halogen, a substituted or unsubstituted lower alkyl, a substituted or unsubstituted lower 
alkenyl, a substituted or unsubstituted lower alkynyl, a substituted or unsubstituted 
cycloalkyl, a substituted or unsubstituted lower alkoxycarbonyl, a substituted or 
unsubstituted aroyl, a substituted or unsubstituted lower alkanoyl, a substituted or 
unsubstituted heterocyclic-alkyl, a substituted or unsubstituted aryl, a substituted or 
unsubstituted aralkyl, a substituted or unsubstituted arylsulfonyl, a substituted or 
unsubstituted heterocyclic group, -CONR^R^ (wherein R^ and R^, which may be the same 
or different, each represent a hydrogen atom, a substituted or unsubstituted lower alkyl, a 
substituted or unsubstituted cycloalkyl, a substituted or unsubstituted lower alkanoyl, a 
substituted or unsubstituted aryl, a substituted or unsubstituted heterocyclic group, a 
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substituted or unsubstituted aralkyi a substituted or unsubstituted heterocyclic-alkyl or a 
substituted or unsubstituted aroyl, or and form a substituted or unsubstituted 
heterocyclic group together with the adjacent nitrogen atom), -NR^R^^ [wherein R^ and 
R^^, which may be the same or different, each represent a hydrogen atom, a substituted or 
unsubstituted lower alkylsulfonyl, a substituted or xmsubstituted lower alkyl, a substituted 
or unsubstituted cycloalkyl, a substituted or unsubstituted lower alkanoyl, a substituted or 
unsubstituted aryl, a substituted or unsubstituted heterocycUc group, a substituted or 
unsubstituted aralkyi, a substituted or unsubstituted heterocyclic-alkyl, a substituted or 
unsubstituted aroyl, or -CONR^^R^^ (wherein R^* and R'^ have the same meanings as the 
above R'^ and R^, respectively), or R^ and R^*^ form a substituted or unsubstituted 
heterocycUc group together with the adjacent nitrogen atom], or -OR^^ (wherein R^^ 
represents a substituted or xmsubstituted lower alkyl, a substituted or imsubstituted lower 
alkenyl, a substituted or unsubstituted lower alkanoyl, a substituted or unsubstituted aryl, a 
substituted or unsubstituted heterocycUc group, a substituted or unsubstituted aralkyi or a 
substituted or unsubstituted heterocyclic-alkyl); 

R^ represents a substituted or unsubstituted lower alkyl, a substituted or 
unsubstituted lower alkenyl, a substituted or unsubstituted aryl or a substituted or 
unsubstituted heterocyclic group (but excepting a substituted or unsubstituted pyrazolyl); 

R^ and R^, which may be the same or different, each represent a hydrogen 
atom, a substituted or unsubstituted lower alkyl, a substituted or unsubstituted lower 
alkenyl, a substituted or unsubstituted lower alkanoyl, a substituted or unsubstituted 
cycloaUcyl, a substituted or unsubstituted lower alkylsulfonyl, a substituted or 
unsubstituted arylsulfonyl, a carbamoyl, a sulfamoyl, a substituted or unsubstituted lower 
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alkylaminocarbonyl, a substituted or unsubstituted di-lower alkylaminocarbonyl, a 
substituted or unsubstituted lower alkoxycarbonyi, a substituted or unsubstituted 
heterocyclic-carbonyl, a substituted or unsubstituted aralkyl or a substituted or 
unsubstituted aroyl; and 

and R^, which may be the same or different, each represent a hydrogen 
atom, a hydroxy, a halogen, a cyano, a nitro, a substituted or unsubstituted lower alkyl, a 
substituted or unsubstituted lower alkenyl, a substituted or unsubstituted lower alkynyl, a 
substituted or unsubstituted lower alkoxy, a substituted or unsubstituted cycloalkyl, an 
amino, a lower alkylamino, a di-lower alkylamino, a carboxy, a substituted or 
unsubstituted lower alkoxycarbonyi, a substituted or unsubstituted aryloxy, a substituted or 
unsubstituted aryl, a substituted or unsubstituted heterocyclic group (but excepting a 
substituted or unsubstituted pyrazolyl), a substituted or unsubstituted lower alkanoyl, a 
substituted or imsubstituted aralkyl, or a substituted or unsubstituted heterocyclic-alkyl}, or 

a prodrug thereof, or a pharmaceutically acceptable salt thereof 



2. (Currently Amended) An Hsp90 family protein inhibitor 
comprising, as an active ingredient, a benzene derivative represented by general formula 

(I): 
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(wherein R^, R^ ^j^^^j^ ^ and have th e same m e anings as thos e d e fin e d abov e 
n represents an integer of 0 to 10: 

R^ represents a hydrogen atom, a hydroxy, a cyano. a carboxv. a nitro, a 
halogen, a substituted or unsubstituted lower alkyl, a substituted or unsubstituted lower 
alkenyU a substituted or unsubstituted lower alkynyl a substituted or unsubstituted 
cvcloalkyl a substituted or unsubstituted lower alkoxvcarbonyL a substituted or 
unsubstituted aroyl a substituted or unsubstituted lower alkanoyl a substituted or 
unsubstituted heterocvclic-alkyh a substituted or imsubstituted arvL a substituted or 
unsubstituted aralkyl a substituted or unsubstituted arylsulfonvK a substituted or 
unsubstituted heterocycUc group, -CONR^R^ (wherein R^ and R^. which may be the same 
or different, each represent a hydrogen atom, a substituted or unsubstituted lower alkyl, a 
substituted or unsubstituted cvcloalkyl, a substituted or unsubstituted lower alkanoyl, a 
substituted or unsubstituted aryl, a substituted or unsubstituted heterocyclic group, a 
substituted or unsubstituted aralkyl a substituted or unsubstituted heterocvcHc-alkvl or a 
substituted or unsubstituted arovl, or R*^ and R^ form a substituted or unsubstituted 
heterocyclic group together with the adjacent nitrogen atom), -NR^R^^ [wherein R^ and 
R^Q, which may be the same or different, each represent a hydrogen atom, a substituted or 
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unsubstituted lower alkvlsulfonvL a substituted or unsubstituted lower alkvL a substituted 
or unsubstituted cvcloalkvL a substituted or unsubstituted lower alkanovl, a substituted or 
unsubstituted arvL a substituted or unsubstituted heterocyclic group, a substituted or 
unsubstituted aralkvL a substituted or unsubstituted heterocvclic-alkvL a substituted or 
unsubstituted arovK or -CONR^^R^^ (wherein R^^ and R^^ have the same meanings as the 
above R'^ and R^, respectively), or R^ and R^^ form a substituted or unsubstituted 
heterocyclic group together with the adjacent nitrojgen atom], or -OR^*^ (wherein R^"^ 
represents a substituted or unsubstituted lower alkvL a substituted or unsubstituted lower 
alkenvL a substituted or unsubstituted lower alkanovK a substituted or unsubstituted arvL a 
substituted or unsubstituted heterocvchc group, a substituted or unsubstituted aralkyl or a 
substituted or unsubstituted heterocvclic-alkyl): 

R^ represents a substituted or unsubstituted lower alkyl, a substituted or 
unsubstituted lower alkenvL a substituted or unsubstituted arvl or a substituted or 
unsubstituted heterocyclic group (but excepting a substituted or unsubstituted pyrazolyl); 

R^ and R^, which may be the same or different, each represent a hydrogen 
atom, a substituted or unsubstituted lower alkyl, a substituted or unsubstituted lower 
alkenvl, a substituted or unsubstituted lower alkanovl, a substituted or unsubstituted 
cycloalkyl a substituted or unsubstituted lower alkylsulfonyl, a substituted or 
unsubstituted arylsulfonvl, a carbamoyl, a sulfamoyl, a substituted or unsubstituted lower 
alkylaminocarbonyl, a substituted or unsubstituted di-lower alkvlaminocarbonvL a 
substituted or unsubstituted lower alkoxycarbonvL a substituted or unsubstituted 
heterocvclic-carbonvl, a substituted or unsubstituted aralkyl or a substituted or 
unsubstituted aroyl: and 
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and R^, which may be the same or different, each represent a hydrogen atom, a 
hydroxy, a halogen, a cyano, a nitro, a substituted or imsubstituted lower alkyl a 
substituted or unsubstituted lower alkenyK a substituted or unsubstituted lower alkynyK a 
substituted or unsubstituted lower alkoxy. a substituted or unsubstituted cycloalkyL an 
amino, a lower alkylamino, a di-lower alkylamino. a carboxy. a substituted or 
unsubstituted lower alkoxycafbonyL a substituted or unsubstituted aryloxy, a substituted or 
unsubstituted aryl, a substituted or unsubstituted heterocyclic group (but excepting a 
substituted or unsubstituted pyrazolyl), a substituted or unsubstituted lower alkanoyL a 
substituted or unsubstituted aralkvL or a substituted or unsubstituted heterocvclic-alkyU ) 
or a pharmaceutically acceptable sah thereof. 

3. (Currently Amended) The Hsp90 family protein inhibitor according 
to claim 1 or 2 claim 2. wherein R^ is a hydrogen atom, a hydroxy, a cyano, a carboxy, a 
nitro, a halogen, a substituted or unsubstituted lower alkyl, a substituted or unsubstituted 
lower alkynyl, a substituted or unsubstituted lower alkoxy, a substituted or unsubstituted 
cycloalkyl, a substituted or unsubstituted lower alkoxycarbonyl, a substituted or 
unsubstituted lower alkanoyloxy, a substituted or unsubstituted heterocyclic-alkyl, a 
substituted or unsubstituted aryl, a substituted or unsubstituted arylsulfonyl, -CONR'^R^ 
(wher e in R^ and R^ hav e th e sam e m e anings as thos e d e fin e d above, r e sp e ctiv e ly) or 
-NR^Ri^ (wh e r e in R^ and R^ have th e sam e meanings as those d e fin e d abov e , 
resp e ctiv e ly) . 
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4. (Currently Amended) The Hsp90 family protein inhibitor according 
to claim 1 or 2 claim 2 , wherein is a substituted or imsubstituted lower alkyl, a 
substituted or unsubstituted lower alkynyl, a substituted or unsubstituted lower alkoxy, a 
substituted or imsubstituted cycloalkyl, a substituted or unsubstituted lower 
alkoxycarbonyl, a substituted or unsubstituted heterocyclic-alkyl, a substituted or 
unsubstituted aryl, -CONR'^R^ (wh e r e in R^ and R^ have the sam e m e anings as those 
d e fin e d abov e , r e sp e ctiv e ly) , or -NR^R^^ (wh e r e in R^ and R^ hav e th e sam e meanings as 
those d e fin e d abov e , r e sp e ctively) . 

5. (Currently Amended) The Hsp90 family protein inhibitor according 
to any of claims 1 to 4 claim 3 or 4. wherein R2 is a substituted or unsubstituted aryl, or a 
substituted or unsubstituted aromatic heterocyclic group. 

6. (Currently Amended) The Hsp90 family protein inhibitor according 
to any of claims 1 to 4 claim 3 or 4 , wherein R^ is a substituted or unsubstituted aryl. 

7. (Currently Amended) The Hsp90 family protein inhibitor according 
to any of claims 1 to 4 claim 3 or 4. wherein R^ is a substituted or unsubstituted phenyl. 
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8. (Currently Amended) The Hsp90 family protein inhibitor according 
to any of claims 1 to 4 claim 3 or 4, wherein is a substituted or unsubstituted fiiryl. 

9. (Currently Amended) The Hsp90 family protein inhibitor according 
to any of claims 1 to 8 claim 1 or 2 , wherein R"^ is a hydrogen atom, a hydroxy, or a 
halogen. 

10. (Currently Amended) The Hsp90 family protein inhibitor according 
to any of claims 1 to 9 claim 1 or 2, wherein R^ and R^, which may be the same or 
different, each are a hydrogen atom, a substituted or unsubstituted lower alkyl, a 
substituted or unsubstituted lower alkenyl, a substituted or unsubstituted lower alkanoyl, a 
substituted or unsubstituted aroyl, a substituted or unsubstituted lower alkylaminocarbonyl, 
a substituted or unsubstituted di-lower alkylaminocarbonyl, a substituted or unsubstituted 
lower alkoxycarbonyl, or a substituted or unsubstituted heterocyclic-carbonyl. 

1 1 . (Currently Amended) The Hsp90 family protein inhibitor according 
to any of claims 1 to 8 claim 1 or 2. wherein R^, R"^ and R^ are hydrogen atoms. 

12. (Currently Amended) A benzene derivative represented by general 

formula (LA): 
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[wherein R represents a substituted or unsubstituted aryl, or a substituted or 
unsubstituted aromatic heterocyclic group (but excepting a substituted or unsubstituted 
pyrazolyl); 

R^^ and R^^, which may be the same or different, each represent a hydrogen 
atom, a substituted or unsubstituted lower alkyl, a substituted or unsubstituted lower 
alkenyl, a substituted or unsubstituted lower alkanoyl, a carbamoyl, a sulfamoyl, a 
substituted or unsubstituted lower alkylsulfonyl, a substituted or unsubstituted lower 
alkylaminocarbonyl, a substituted or unsubstituted di-lower alkylaminocarbonyl, a 
substituted or unsubstituted lower alkoxycarbonyl, a substituted or unsubstituted 
heterocyclic-carbonyl, a substituted or unsubstituted aralkyl, or a substituted or 
unsubstituted aroyl; 

R"^^ represents a hydrogen atom, a hydroxy, or a halogen; 

nA represents an integer of 0 to 5; 

provided that; 

(1) when nA is 0, 
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then R is a hydrogen atom, a methyl, a hydroxy, a methoxy, a carboxyl, a 
methoxycarbonyl, a carbamoyl, -CONHCH3, -CON(CH3)2, -CONHCH2Ph (wherein Ph 
represents a phenyl), -CH(0CH3)Ph (wherein Ph has the same meaning as that defined 
above), a propionyl, a benzoyl, a dioxolanyl, a substituted or unsubstituted vinyl, or a 
substituted or unsubstituted prop-l-en-l-yl; 

and when R^"^ is a hydrogen atom, 

then R^"^ is a substituted or unsubstituted lower alkyl; 

when R^^ is a methyl, a hydroxy, a methoxy, a carboxyl, a 
methoxycarbonyl, a carbamoyl, -CONHCH3, -CON(CH3)2, -CONHCH2Ph (wherein Ph 
has the same meaning as that defined above), a propionyl, a benzoyl, a dioxolanyl, a 
substituted or unsubstituted vinyl, or a substituted or unsubstituted prop-l-en-l-yl, 

then R^^ is a halogen; 

(2) when nA is an integer of 1 to 5, 

then R^"*^ is a hydroxy, a cyano, a carboxyl, a halogen, a substituted or 
unsubstituted lower alkyl, a substituted or unsubstituted lower alkenyl, a substituted or 
unsubstituted lower alkynyl, a substituted or unsubstituted cycloalkyl, a substituted or 
unsubstituted lower alkanoyl, a substituted or unsubstituted lower alkoxycarbonyl, a 
substituted or unsubstituted aryl, a substituted or unsubstituted aroyl, a substituted or 
unsubstituted heterocyclic-alkyl, a substituted or unsubstituted aralkyl, a substituted or 
unsubstituted arylsulfonyl, a substituted or unsubstituted heterocyclic group, -CONR^R^ 
( wh e r e in R"^ and R^ hav e th e som e m e anings as those defined abov e wherein R^ and R^. 



which may be the same or different, each represent a hydrogen atom, a substituted or 
unsubstituted lower alkyL a substituted or unsubstituted cycloalkyL a substituted or 
unsubstituted lower alkanoyi, a substituted or unsubstituted aryL a substituted or 
unsubstituted heterocyclic group, a substituted or unsubstituted aralkyl a substituted or 
unsubstituted heterocyclic-alkyl or a substituted or unsubstituted aroyl or R'^ and form 
a substituted or unsubstituted heterocyclic group together with the adjacent nitrogen atom) , 
-NR^R'^ ( wh e r e in R^ and R^ hav e th e sam e m e anings as those defin e d abov e wherein R^ 
and R^Q, which may be the same or different, each represent a hydrogen atom, a substituted 
or unsubstituted lower alkvlsulfonyl, a substituted or unsubstituted lower alkyl, a 
substituted or unsubstituted cycloalkyL a substituted or unsubstituted lower alkanoyl, a 
substituted or unsubstituted aryl, a substituted or unsubstituted heterocyclic group, a 
substituted or unsubstituted aralkyl, a substituted or unsubstituted heterocyclic-alkyl, a 
substituted or unsubstituted aroyl) , or -OR^^ (wh e rein R^ has th e sam e m e aning as that 
defin e d abov e wherein R^^ represents a substituted or unsubstituted lower alkyl, a 
substituted or unsubstituted lower alkenyl, a substituted or unsubstituted lower alkanoyl, a 
substituted or unsubstituted aryl, a substituted or unsubstituted heterocyclic group, a 
substituted or unsubstituted aralkyl or a substituted or unsubstituted heterocyclic-alkyl) , 
R^"^ is a hydrogen atom, a halogen, a cyano, a nitro, a substituted or unsubstituted lower 
alkyl, a substituted or unsubstituted lower alkenyl, a substituted or unsubstituted lower 
alkynyl, a substituted or unsubstituted lower alkoxy, a substituted or xmsubstituted 
cycloalkyl, a substituted or unsubstituted lower alkanoyl, an amino, a lower alkylamino, a 
di-lower alkylamino, a carboxy, a substituted or unsubstituted lower alkoxycarbonyl, a 
substituted or unsubstituted aryloxy, a substituted or unsubstituted aryl, a substituted or 
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unsubstituted heterocyclic group (but excepting a substituted or unsubstituted pyrazolyl), a 
substituted or unsubstituted aralkyl, or a substituted or unsubstituted heterocyclic-alkyl; 

and provided that; 

(i) when R^^ and R^^ are isopropyl, 
then R^^ is not a hydrogen atom; 

(ii) when R^"^ and R^"^ are methyl, 

then R^^ is not a group selected from a hydrogen atom, a bromo, an ethyl, a 
1-hydroxyethyl, a l-(dimethylamino)ethyl, a vinyl and a carboxy; 

(iii) when R"*^ and R*^^ are hydrogen atoms, and when R^^ and R^"^ are the 
same and are tert-butyl or benzyl, 

then -(CH2)nAR^^ is not a group selected from a hydroxymethyl and a 2- 

chloroallyl; 

(iv) when R"*"^ and R^^ are hydrogen atoms, and when R^^ is a benzyl or an 
acetyl and R^^ is a methyl, 

or when R^"^, R^^ and R^"^ are hydrogen atoms, and when R^^ is a methyl, 

then -(CH2)nAR^'^ is not a group selected from a 2-(acetylamino)propyl and 
a 2-(substituted lower alkanoylamino)propyl; 

(v) when R^"^, R"*^ and R^^ are hydrogen atoms, and when R^^ is a carboxy, 
or when R"*"^, R^"^ and R^"^ are hydrogen atoms, and when R^^ is a methyl, 
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then -(CH2)nAR is not an n-pentyl; 

(vi) when R^^ and R"*^ are hydrogen atoms, R^^ is a methyl, and R^^ is an 

ethyl, 

then -(CH2)nAR^'^ is not an n-propyl; 

(vii) when R^^ is a methyl, R^"^ and R^"*^ are hydrogen atoms, and R^"^ is a 4- 
methoxybenzyl, 

then -(CH2)nAR^'^ is not a group selected from -(CH2)3CH=CH2 and - 
(CH2)5CH=CH2; 

(viii) when R^"^, R"^^, R^^ and R^^ are hydrogen atoms, and when - 

(CH2)nAR'^is 

(a) an n-pentyl, 

then R^"^ is not a 2,4-dihydroxy-6-pentylphenyl, 

(b) an n-hexyl, 

then R^^ is not a group selected from a 4,6-di(substituted phenyl)triazol-2- 
yl and a 3,6-di(substituted phenyl)- l,2,4-triazin-5-yl, 

(c) an n-heptyl, 

then R^"^ is not a substituted triazolyl; 
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(ix) when R is a hydrogen atom or an acetyl, R is a methyl, and R and 
R^"^ are hydrogen atoms, and when -(CH2)nAR^^ is an ethyl or an n-propyl, 

then R^^ is not a 2-aminopyrimidin-4-yl having a substituent at the 5- 
position thereof, 

(x) when R^"^, R"^"^ and R^"^ are hydrogen atoms, R^"^ is a methoxy, and - 
(CH2)nAR^^ is a 3-methylbut-2-en-l-yl, or a 3-hydroxy-3-methylbutyl, 

then R^^ is not a group selected from a 7-hydroxy-4-oxO"4H-l-benzopyran- 
3-yl and a 6-niethoxy-2,2-dimethyl-2H-l-benzopyran-8-yl], 

or a pharmaceutically acceptable salt thereof. 



13. (Original) The benzene derivative according to claim 12, wherein 
R2a is a substituted or unsubstituted phenyl, or a pharmaceutically acceptable salt thereof 



14. (Original) The benzene derivative according to claim 12, wherein 
R2^ is a substituted or unsubstituted furyl, or a pharmaceutically acceptable salt thereof 



15. (Original) The benzene derivative according to any of claims 12 to 
14, wherein R^^ and R^^, which may be the same or different, each are a hydrogen atom, a 
substituted or unsubstituted lower alkanoyl, a substituted or unsubstituted aroyl, a 
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substituted or unsubstituted lower alkenyl, a substituted or unsubstituted lower 
alkylaminocarbonyl, a substituted or unsubstituted di-lower alkylaminocarbonyl, a 
substituted or unsubstituted lower alkoxycarbonyl, or a substituted or unsubstituted 
heterocyclic-carbonyl, or a pharmaceutically acceptable salt thereof. 

16. (Original) The benzene derivative according to any of claims 12 to 
14, wherein R^^, R^^ and R^^ are hydrogen atoms, or a pharmaceutically acceptable salt 
thereof 

17. (Original) The benzene derivative according to any of claims 12 to 
14, wherein nA is an integer of 1 to 5, or a pharmaceutically acceptable salt thereof 

18. (Currently Amended) A pharmaceutical composition comprising, as 
an active ingredient, the benzene derivative according to any of claims 12 to 17 claims 12 
to 14 or a pharmaceutically acceptable salt thereof together with a pharmaceutically 
acceptable carrier . 

Claims 19-26 (Cancelled). 



-16- 



27. (Currently Amended) A method of inhibiting a heat shock protein 
90 (Hsp9Q) family protein, which comprises administering an effective amount of a 
benzene derivative according to any one of claims 1-4 repr e sented by g e n e ral formula (I): 




(wh e r e in n, R^, R^, R^, R^ ^j ^ and hav e th e sam e m e anings as tho se defined above) or^ 
or a prodrug or a pharmaceutically acceptable salt thereo f, to a patient in need thereof . 



Claims 28-41 (Cancelled). 
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